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Public Gtizen submts the follow ng coments in response to
the Food and Drug Adm nistration's request for conments on the
Interim Rule authorizing use of experinental drugs on mlitary
personnel without their inforned consent, set forth at 21 C F. R
50. 23(d). 62 Fed. Reg. 40996 (July 31, 1997). sSee Request for
Comments, 62 Fed. Reg. 40996 (July 31, 1997). For the reasons
stated in the petition submtted by Public Ctizen, the National
Legal Services Program and the National Qulf War Resources Center
on May 7, 1996, Public Gtizen urges the FDA to repeal the Interim i
Rule in light of the abundant evidence that the Rule resulted in
unet hi cal and inproper use of experimental drugs during the Qulf
War, and because there is no evidence that the breaches of the
conditions inposed on use of experinental drugs that occurred
during the GQulf War would not be repeated if the InterimRule were
finalized.

Public Gtizen is a non-profit public interest nenbership
organi zation dedicated to the study and pronmotion of public health
and safety and consunmer welfare through |obbying, [litigation,
research and publications. Since its founding by Ral ph Nader in
1971, Public Gtizen has fought in Congress, the Food and Drug
Adnministration, and the courts for safe, affordable and effective
drugs and nedical devices, for responsible controls over the

— delivery of health care, and for inforned consent and consuner
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access to health care information. Public Gtizen Health Research
G oup was anong the parties that challenged the Interim Rule
aut hori zing use of experinental drugs on mlitary personnel in
1991, and Public Citizen Litigation Goup represented the
plaintiffs in that action. See Doe v. Sullivan, 938 F.2d 1370 (D.C
Gr. 1991).

Public G tizen requests that the comments and evidence
submtted with the May 7, 1996 "Petition to Repeal InterimRule" be
i ncorporated and considered with the comments submitted in response
to the FDA's nost recent notice. Below, we specifically address
the questions presented in that notice.

(1) Should the agency revoke the interimrule? If so, why?
(2) Are there circunstances under which use of the interimrule
woul d be justified? If so, what are those circunmstances?

Public Citizen believes that the interimrule should be
revoked in light of the experience with the Rule during the Qulf
War, and does not believe that there are any circumstances in which
the waiver of informed consent permtted by the Interim Rule can be
justified. The Interim Rule violates fundanental principles of
medi cal ethics by permtting involuntary use of experinmental drugs
on conpetent, conscious mlitary personnel. Moreover, the
experience with the InterimRule during the Qulf War shows that the
conditions and requirements that the FDA used to justify the Rule =
- such as requiring that troops be given sone information
concerning the drugs -- were not inplemented and are not
enforceable in practice. As a result, many nilitary personnel were

involuntarily subjected to the very risks that the requirement of

informed consent is intended to protect against. In particular, we




wish to highlight three considerations that denonstrate that the
Rul e shoul d be repeal ed.

First, the InterimRule is inconsistent wth ethical standards
recogni zed by the FDA and enshrined in United States and

international law.?! In every other context the FDA has
consi stently recogni zed that waivers of informed consent shoul d be
limted to cases where "the investigator is not capable of
obt ai ni ng consent because of inability to communicate with the
patient or his representative."' The InterimRule violates this
ethical precept by permtting involuntary use of experinental drugs
on mlitary personnel even when it is possible to informthe
personnel and obtain their consent. Moreover, this exception is
not justified by the benevol ent intent behind the use of the drugs
or the fact that it occurs in a mlitary context. The FDA has
emphatically rejected the assertion that therapeutic use of

experinental drugs does not require informed consent because of the

1 gee, e.q., United States v. Brandt (The Medical .Gase) 2
Trials of Var CGrimnals Before the Nurenberg MIlitary Tribunals
Under Control Council Law No. 10, pp. 181-82 (1949); Declaration of
Hel si nki [1975], Basic Principles, 9-11, reprinted in 21 CF. R
312.120 (1995); Canterbury v. Spence, 464 F.2d 772, 780 (D.C. Cir.
1972) ("'[E}very human being of adult years and sound m nd has a
right to deternmne what shall be done with his own body.'")
(quoting Schloendorff v. Societv of New York Hospital, 211 NY.
125, 105 N.E. 92, 93 (1914)).

2 31 Fed. Reg. 11415, 130.27(f) (1966); Wth the exception of
the InterimRule, the FDA also restricts waivers of inforned
consent to situations where the subject is "confronted by a life-
t hreatening situation necessitating the use of" an experi nental
treatment and requires that there be ™no equally effective approved
treatment." 21 C.F.R s§s§ 50.20, 50.23(a) (1997).
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inportant rights of personal autonony protected by this rule,3 and
these considerations apply with equal force to mlitary personnel.
Second, when it adopted the InterimRule the FDA maintai ned
t hat wai ver of inforned consent was perm ssi bl e because of the
restrictions and safeguards inposed on use of drugs under the Rule,
such as the limtation of the waiver to use on mlitary personnel
and the Conm ssioner's authority to require that information be
given to troops on the effects of the drugs. Even if such
restrictions were observed, we do not believe that they justify
violating the principle of infornmed consent. But the Gulf War
experience denmonstrates that the FDA cannot count on the mlitary
to conply with such restrictions. For exanple, the Departnment of
Def ense concedes that it did not fulfill its commtnent to provide
mlitary personnel with information on the hazards posed by the
experinental drugs used during the Gulf War, information that the
FDA considered essential to permt involuntary use.* In addition
al though the waiver of informed consent was limted to use on
mlitary personnel, there have been nunerous reports from civilians
present in the @lf during the War that they were given
pyridostigm ne brom de ("pB"), but they were not told PB was an
experimental drug, nor were they inforned of the potential side

effects of the drug.®

3 see 44 Fed. Reg. 47718 (1979) (rejecting therapeutic use

exception to informed consentg 46 Fed Reg 8943 (1981) (sane); 60
Fed. Reg. 49087, 49088 (199 (sane)

4 see 62 Fed. Reg. 40999-41000 (July 31, 1997).

5 see Is Mlitary Research Hazardous to Veterans' Health?
Lessons Sp annlng Hal f a Century, S. Rep. No. 97, 103d Cong., 2d
Sess. at 27 (1994) [hereinafter S. Rep. No. 97].
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Third, the Gulf War experience highlights that experinental
drugs pose risks that should be fully disclosed. For exanple, the
evidence indicates that the Departnent of Defense failed to fully
di scl ose the risks associated with the use of pyridostigm ne
brom de and that the drug may not have provided any benefit to
troops, even if they had been subjected to chem cal or biologica
weapons. In requesting that the FDA approve experinental use of PB
on troops without their informed consent, DOD argued that studies
with animals showed that adm nistering PB prior to exposure to the
nerve gas soman enhances the effectiveness of the two approved
drugs that are adm ni stered after exposure to counteract the
effects of the nerve gas, atropine and 2-PAM (pralidoxine).
However, the DOD did not reveal that aninmal studies conducted by
the mlitary, but not yet published, showed that when nerve gases
other than soman were used, pretreatnment with PB actually
neutrali zed some of the protective effects of atropine and 2-paM.®
Thus, if the troops been exposed to commonly-enpl oyed nerve gases
sarin or VX, rather than soman, during the Qulf War, the DCD study
suggests that the use of the PB actually could have caused nore
severe injury to the troops because the PB reduced the
effectiveness of atropine and 2-PAM  Yet, neither the FDA nor the
mlitary personnel required to take the drug were infornmed of this

risk.

6 Koplovitz, |I., Harris, L.W, Anderson, D.R, Lennox, WJ.,
& Stewart, J.R "Reduction by Pyridostigmne Pretreatnment of the
Effi cacy of Atropine and 2-PAM Treatnent of Sarin and VX Poi soni ng
i N Rodents,"18 Fundanental and Applied Toxicol ogy, 102-06 (1992).
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In short, experience shows that the InterimRule did not work
as the FDA intended and shoul d be repeal ed. The Rule is
inconsistent with a fundanmental principle of nmedical ethics; the
mlitary did not comply with the safeguards the FDA offered to
justify its willingness to conpromse this ethical precept; and, as
a result, mlitary personnel and civilians were involuntarily and
unknowi ngly subjected to the risks associated wth these
experinental drugs.

(3) The interimrule is based on the prem se that inforned
consent is not feasible in mlitary combat exigencies because if a
soldier were permtted to say "no,"™ this could jeopardize the
i ndividual soldier's life, endanger other personnel in his or her
unit, and jeopardize the acconplishment of the combat nission. DOD
has alleged that it is not an option to excuse a nonconsentin
soldier froma mlitary mssion. Gven the experience in the Qul
Var, does this rationale still hold?

The Qul f War experience with botulinum vacci ne denonstrates
that this premse is false and cannot be used as a rationale for
wai ving the requirement of obtaining inforned consent frommlitary
personnel who are conscious and able to comunicate. Although the
DCD represented to the FDA that it would not be feasible to obtain
informed consent, once the waiver was granted, the Central Conmmand
deci ded that the vaccine would be given on a voluntary basis.
Despite this decision, it appears that informed consent was not
actually obtained from nost of the 8,000 service nmenbers who
received the vaccine. Nevertheless, the Central Conmand' s deci sion
that informed consent should be obtained denonstrates that
obt ai ning such consent is feasible and does not jeopardize the
mlitary mssion

The @il f War experience with PB tablets also underm nes the

prem se of the Interim Rul e. The tablets were used wi thout



informed consent but, since these tablets were self-admnistered by
the hundreds of thousands of troops, it was certainly feasible to
inform and obtain the consent of the mlitary personnel using the
pills beforehand. Moreover, the surveys concerning the use of the
PB tablets show that the requirement to take the pills was treated
as voluntary within sone units because a nunber of soldiers
di sregarded orders to take the tablets due to msinformation or
because of the adverse side effects that they experienced.’
Mlitary personnel who did not take or discontinued the use of PB
were not excused fromtheir mlitary m ssion

The Qulf War experience al so underscores the inportance of
informng subjects of the risks of experinental drugs, and giving
them the opportunity to decline or discontinue using them
particularly in nmlitary conbat situations. |Individuals may have
uni que adverse reactions to experinental drugs, and studies of
drugs used during the Gulf War show that a nunber of individuals
had reactions to the drugs that affected their ability to perform
in conmbat and, in sone circunstances, led themto discontinue use
of the drugs." Mlitary personnel facing the demands and dangers
of conbat certainly should be informed of the side effects that nay
result fromthe drugs that they have been given so that they can
respond appropriately. Moreover, nedical personnel charged with
the duty of admnistering aid to the troops shoul d have conplete

information on the effects of such drugs. Because such information

7 see 62 Fed. Reg. 40999.

8 LTC Jill R Keeler, et al., Pyridostignmne Used as a Nerve
Agency Pretreatment Under Wartime Conditions, Journal of the
American Medical Association, vol. 266, no. 5 (August 7, 1991).
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was not provided during the @ulf War, nedical personnel were not
able to provide adequate treatnment to mlitary personnel suffering
from adverse reactions caused by experinental drugs.

Finally, the Qulf \War experience underscores that experimenta
drugs may have risks that are wholly unantici pated because the
drugs have not been adequately tested to denonstrate their safety.
For exanple, since the GQulf War a nunber of aninmal studies have
suggested that PB used in conbination wth pesticides or other
chem cal s may create hazards that were never considered by the FDA
when it approved involuntary use of this drug. This possible
interaction is significant because during the Gulf War DEET and
other pesticides and insect repellents were used by the sane troops
who were ordered to take PB. Although these studies are certainly
not conclusive, they highlight that experinental drugs inherently
i nvol ve unknown ri sks. Such risks should not be involuntarily
i mposed on individuals by waiving their right to informed consent.

- (4) Instead of waiving the requirement for inforned consent,

is 1t Teasible to obtain anticipatory consent_fronyn1|ytar¥
personnel during peace tinme for the future use of investigationa
products during a mlitary conflict? If it is feasible, would such
consent be valid as "informed comsent"? Wiat would be the needed
consent algorithm to nmke it valid and feasible? _
_ (5) Instead of waiving the requirement for informed consent, is
it feasible to obtain anticipatory consent fron1n1I|tar¥ recruits
(PF]OF to their recruitment into the mlitary) forthe future use
of investigational products during a mlitary conflict? If it is
feasible, would such consent be valid? \Wat would be the needed
consent algorithmto make it valid and feasible?

Public Ctizen submts that, while anticipatory consent from
mlitary personnel may be possible in theory, it is inpractical in
practice. To obtain effective consent, individuals would have to
be fully informed of the potential risks and the context in which
an investigational product nmay be enployed, even though it nay be

8



very difficult or inpossible to anticipate and describe these
conditions in advance. Moreover, the consent would need to be
obtai ned under conditions that assured that the consent was truly
voluntary, and individuals nust be able to withdraw their consent

if they change their mnds later. Fornulating, inplenenting and

enforcing a rule that adequately addressed these issues woul d not
be worth the effort.

O course, it is appropriate to rely on "anticipatory consent"
where an individual is unable to comrunicate but has previously
consented to use of an experinental product. But no specia
mlitary exception to the informed consent rule is necessary for
t hese situations pecause they are already adequately addressed by
the existing provisions of the Comm ssion's rules.

(6) If the interimrule is needed, are there changes that
shoul d be made to it based on experiences during and follow ng the
Gﬂ;f War? If so, what arethese changes and why shoul d they be
made?

) (7) Can or should the interimrule be narrowed in scope? If so,
ow?

(8) If the rule were to be reproposed:

(a) Should there be a requirenent that pob's proposed use of
the ~ investigational product(s) be approved by an IRB that is
i ndependent of DOD? If so, why should DOD be held to a requirement
not inposed on other institutions, and what should be the
requirenent for that independent IRB? Can this be acconplished
W thout conpromsing mlitary or national security? o

(b) Should the authority to make the “"feasibility
determination" (i.e., whether obtaining informed consent is "not
f easi bl e") under the interimrule be vested in persons or
entities other than the Comm ssioner of FDA?

(c) Should the rule be nore specific in describing the
information that nmust be supplied to mlitary personnel, or should
FDA have wide latitude to nmake such determnations on a
case-by-case basi s?

(a) Should additional neasures be taken to insure that
information required by ¥pa is effectively conveyed to the affected
mlitary gersonnel? IT so, what should these neasures be?

(e) hould the rule address what constitutes adequate
recor dkeepi ng and adequate |ong term followup of individuals who
recei ve investigational products? If so, in what way?



(£) Should the rule contain additional procedures to enhance

under st andi ng, oversight, and accountability? If so, what are these
procedur es?

(g) Should the rule contain additional procedures to track
nonconpl i ance?

Public G tizen declines to address questions 6-8 because, for
t he reasons stated above and in the May 7, 1996 Petition, we
believe that the InterimRule is not needed and shoul d be repeal ed
inits entirety. Mlitary personnel should receive the same rights
of inforned consent as other individuals. The Qulf War experience
denonstrates that efforts to create a special mlitary exception to
the requirenent of informed consent are unworkable and unw se.

Moreover, the Qulf War experience denonstrates that inposing
additional procedures and restrictions is inpractical because the
FDA does not have the ability to nonitor conpliance or enforce such
requi renents. The waivers granted for the use of experinental
drugs during the @ulf War required that specific information be
distributed to mlitary personnel, and that mlitary investigators
mai ntain records on the use of the investigational products. The
FDA, however, does not have the ability to nonitor conpliance with
such requirenents overseas during a mlitary conflict, and these
requirements were ignored wth inpunity. Formal i zing such
requirements in the regulation is unlikely to significantly inprove
conpliance, and certainly will not prevent nilitary officials from
di sregarding such requirenents if they find it to be expedient.
B. Wien |Is It Ethical to Expose Volunteers to Toxic Chem cal and
Bi ol ogi cal Agents to Test the Effectiveness of Products That My Be
Used to Provide Potential Protection Against Those Agents? _

~ The agency recogni zes that reliance on nonhyman studies

wll al nost always give greater uncert ai nt about

effectiveness than would studies in humans. Therefore, the

agency is also seeking coments on the ethical and scientific

consi derations of conducting human efficacy trials with these
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products. For exanple, the agency is interested in receiving
comment on whether it is ethical to conduct challenge studies
in humans if, should the test product fail, there is strong
reason to believe the effect of the challenge could be
reversed or effectively treated. Wat if the effect of the
chal | enge could not be reversed or effectively treated? What
woul d be the needed risk/benefit assessnent? Wio coul d
vol unteer for such studies? Wuld it be ethically preferable
to carry out such studies in people who could be exposed to
the toxic substance? should the agency further explore these
Issues in a separate public forun®

The FDA shoul d address these conplex issues in a separate
proceeding and a separate public forum and should not delay a
decision on repeal of the InterimRule while it is fornulating
policy on these issues. The ethical issues raised by these
questions are not limted to evaluation of products for use in the
mlitary context but also arise with respect to products designed
to protect individuals who may be exposed to toxic substances in
wor kpl ace or other situations (e.g. exposure to pesticides or
industrial toxins). Consequently, these issues should be presented
In a separate proceeding.

c. If Products That May Be Used to Provide Potential Protection
Agai nst Toxi ¢ Chem cal and Biol ogi cal Agents Cannot Be Ethically
Tested in Humans, Wat Evi dence Wul d Be Needed to Denonstrate
Their Safety and Effectiveness?

(1) Should FDA identify the evidence needed to denonstrate
safety and effectiveness for drugs that cannot ethically be tested
on humans to denonstrate efficacy when such tests would involve
adm ni stering a severely toxic substance to human vol unteers? |f
"yes," what should constitute the evi dence needed to denonstrate
safety and efficacy? (The current statutory standard requires,
anong other things, there be "substantial evidence" that the dru
is effective; "substantial evidence' neans evi dence "consisting o
adequate and well-controlled investigations, includin? clinica
investigations # * * on the basis of which it could fairly and
responsi bly be concluded by such experts that the drug" is
effective.)

(2) If the agency were to identify the evidence needed to
denonstrate safety and effectiveness of these products, would this
preclude the need for the interimrule? Wat specific advantages
would this offer over the interimrule?

(3) CGvilian populations may require products used in the
prevention or treatnment of the serious or life-threatening effects
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from exposure to toxic chem cal or biological agents, e.g., in the
event of exigencies such as the release of toxic chemcal agents in
the Tokyo subway system Thus, should the agency _consider
identifying the evidence needed to denmonstrate safety and
effectiveness for these products which would apply to both civilian
as well as mlitary popul ations?

Public Ctizen believes that the FDA should not, and cannot
lawful 'y, establish a | ower standard for evaluating the safety and
effectiveness of products used on nilitary personnel. The inforned
consent requirenment cannot be evaded by inposing a two-tiered
system in which drugs are approved for use by the mlitary even
though the evidence is insufficient to establish their safety and
effectiveness under the FDA's general criteria. Both the ethical
standards for informed consent and the standards for establishing
safety and efficiency should apply to products used in mlitary and
civilian popul ations.

Respé’tfully'subnitted,
\\Y \\\V ,

Sidney M, W 1fe, M.D.
Director .
Publlc 1t n Heal th Research G oup

hAchaeI E Tankersley _//7
Public Citizen Litigation Goup

1600 20th Street, NW
Washi ngt on, DC 20009
(202) 588-1000

Cct ober 29, 1997
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